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Preface

The document herein was produced by the Globa Harmonization Task Force, avoluntary group
of representatives from medica device regulatory agencies and the regulated industry. The
document isintended to provide non-binding guidance for use in the regulation of medica
devices, and has been subject to consultation throughout its devel opment.

There are no redtrictions on the reproduction, digtribution or use of this document; however,
incorporation of this document, in part or in whole, into any other document, or itstrandation
irto languages other than English, does not convey or represent an endorsement of any kind by
the Globa Harmonization Task Force.
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1 I ntroduction

The purpose of this document isto give guidance to regulatory auditing organizetions and
to auditors for conducting medicd device qudity systems regulatory audits (audits) based
on the process approach to quality management of 1SO 13485:2003 and 21 CFR Part 820.

The audit srategy can be seen as guidance on how to audit the effectiveness of quality
gysemsin asysgemdic and effective manner within areasonable time. Thisindudesthe
fulfilment of regulaory requirements of medica device manufacturers The main am of
the guidance isto promote audit consstency — anecessity for harmonization and mutua
recognition of audit results

Benefitsfor the regulatorsinclude:

- Improved auditing, leading to improved quality sysems and product quality
Achievement of greater condstency in regulatory audits both among auditors within a
regulatory organization and between regulatory organizations
Promotion of greeter collaboration between regulatorsin regard to regulatory audits
Increased confidence in audits performed by aregulatory organization and acceptance
of those audits by other regulators
Saving of resources
Guidance for new emerging countries

Benefitsfor the manufecturer of medica devicesindude:
Improved auditing, leading to improved quality syslems and product quaity
Achievement of greater conagtency in regulaory audits
Saving resources through essier preparation for regulatory audits
Reducing the number of times a Sngle manufacturer undergoes audits by different
regulatory bodies
Incressad confidence in and acceptability of audits by other regulators

Beneficiaries ds0 include the operators of medica devices and patients, who can have
high degree of assurance that medicd devices placed on the market will be sefe and
effective

Comments or questions about the use of this guidance document should be directed ether
to the Interim Chair of SG 4 or to the Secretariat of SG4 whose contact detalls may be
found on the GHTF web page (www.ghtf.org).
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2 Scope

This document isintended to be used by regulaory auditing organizetions and auditors as
aguide for conducting medica device qudity systems audits based on the process
gpproach to quaity management of 1SO 13485:2003 and 21 CFR Part 820.

Additiond regulatory requirements and guidance will need to be consdered, depending
on the regulatory authorities who will recaive and use the audit report (see“Guiddines
for Regulatory Auditing of Quality Sysems of Medicad Device Manufecturers —Part 3:

Regulatory Auditing Report” (SG4/N33) under preparation).

This guidance document gppliesto initia audits and to surveillance audits asthey are
defined in “Guiddines for Regulatory Auditing of Qudity Sysems of Medicd Device
Manufacturers— Part 1. Generd Requirements’ (SG4/N28R2) — induding the
supplements — developed by GHTF Study Group 4 as a guide for auditing organizations.

3 References

GHTF/SGA/N28R2: Guiddinesfor Regulatory Auditing of Qudity Sysems of Medicd
Device Manufacturers— Part 1. Generd Requirements (1999)

GHTHSGLY/NO11R16: Summary Technica Documentation for Demondirating
Conformity to the Essentid Principles of Safety and Performance of Medica Devices
(STED)

21 CFR Part 820 — Quality System Regulation (June 1, 1997)

Guide to Ingpections of Qudity Systems (QSIT); Food and Drug Adminigtration —
August 1999

SO 13485:2003: Qudity sysems—Medicd devices— Sysem requirements for
regulaory purposes

1SO 19011:2002: Guiddinesfor quality and/or environmental management sysems
auditing

ISO/TC 210/WG1 N62: Guidance on the Application of 1SO 13485:2003

ISO/NIEC Guide 62: 1996(E) Generd requirements for bodies operating assessment and
catification/regigration of qudity systems. Internationa Organization for
Standardization, case postae 56, CH-1211 Geneva 20, Switzerland.

International Electrotechnica Commission, case postde 131, CH-1211 Geneva 20,
Switzerland.
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IAF Guidance on Application of ISO/IEC Guide 62, Issue 2 (July 2002)

1SO 14971:2000 “Medical devices — goplication of risk management to medica devices’

4 Definitions

Audit

Systemetic independent and documented process for obtaining audit evidence and
evauating it objectively to determine the extent to which the audit criteria are fulfilled.
SO 19011:2002

Note: For the purpose of these guiddines, “audit” means aregulaory audit

Regulatory audit
The audit of aqudity sysem to demongtrate conformity with a quaity sysem standard and
the rlevant regulatory requirements.

Audit criteria
Set of policies, procedures or requirements.
SO 19011:2002

Audit evidence

Records, satements of fact or other information, which are rlevant to the audit criteriaand
veifiddle

SO 19011:2002

Note:  Audit evidence may be quditative and/or quantitative and is used to subgtantiate
audit observations

Technical files
See document of GHTHSG 1" STED, Summary Technica Documentation”, proposed
document SG1/NO11R16 of 2001.

Medical device

Medicd Devices are defined in the nationd and regiona regulations listed in gopendix B of
the GHTF document SG 4/N28 R2: “Guiddines for Regulatory Auditing of qudity Sysems
of Medical Device Manufacturers — Part 1. Generd Requirements’.

Process
S of interrdated or interacting activities which transforms inputs into outputs
ISO 9000:2000
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5.1

Regulatory requirements

For the purpose of these guiddines any part of alaw, ordinance, decree or other
regulation, which gppliesto quality systems of medica device manufacturers.
SGA/N28 R2: “ Guiddines for Regulatory Auditing of Qudity Sysemsof Medica
Device Manufecturers— Part 1: Generd Requirements’.

Note: Guiddines, notes, draft documents, or the like should not be used as regulatory
documents and are not to be congtrued as such unless formally promulgated.

General Remarks on Regulatory Auditing Strategy

Conducting the regulaory audit, the quality management sysem of amedica device
manufacturer based on 1SO 13485:2003: “Qudity sysems— Medica devices—System
requirements for regulatory purposes’ or based on 21 CFR Part 820 is checked with
regard to conformity with the qudity system reguirements and compliance with the
relevant regulatory requirements.

Objectives of a Regulatory Audit

Basad on the definition of aregulatory audit the auditing organization determines during
aregulaory audit the compliance of the auditeg s qudity sysem with the relevant
regulatory requirements. The audit checks how quality problems associated with a
medica device or the qudlity system are recognized and settled.

The audit should be planned and conducted in such away thet the following objectives
are reached:

- Thedfectiveness of the manufacturer’ s qudity system — induding the fulfilment of
regulatory requirements - is measured and monitored in asysematic and effective
manner within aressonabletime.

The regulatory audit is process-oriented. The application of asystem of processes
within an organization, together with the identification and interactions of these
processes, and their management, can be referred to as the * process approach”.
Therefore, the audit should preferably follow the workflow processes of the medica
device manufecturer.

The regulatory audit is risk-based with afocus on key processes of the qudity
system necessary to manufacture the medica devices. In other words the auditor
should concentrate on factors that are mogt likely to affect petient safety.

The audit is trangparent to the auditee.

The audit process and results are Smilar regardless of which auditing organization
or individua auditors conduct the audit, with an ultimate god for harmonization
and mutua recognition of audit results.
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5.2 Auditing Quality Management Systems and Subsystems
Rether than focusing on the individua requirements of the sandard, an audit should
focus on the overdl effectiveness of the quality management sysem. To bresk the audit
into more managesble parts, key activities or subsysems have been identified. These
ubsysems are based in part on the Quaity System Inspection Technique (QSIT)
deveoped by the U.S. Food and Drug Adminigration (FDA) with input from the medica
device indugry. The GHTF Study Group 4 identified additiona subsystems (3, 6, 7 and 8
inTablel).

The subsystems and associated clauses of 1S0 13485:2003 and 21 CFR Part 820 are:

Subsysem Clauses and secondary Clausesof
clauses (linkages) of 21 CFR Part 820
SO 13485:2003
1. Management 4,5,6,8 820.5, 820.20, 820.22,
820.25
2. Desgn and devel opment 7 820.30
3. Technicd files 4,7 820.30, 820.181, 820.50*
4. Production Processes 6,7,8 820.50, 820.70, 820.72,
820.75, 820.80, 820.90,
820.20, 820.25, 820.30,
820.40, 820.100, 820.180
5. Correctiveand preventive | 4,5, 6, 7, 8 820.90, 820.100,
adions 820.198, 820.250, 803
6. Purchaang controls 7 820.50, 820.80
7. Documentation and 2,4 820.40, 820.180,
records 820.100, 820.181,
820.184, 820.186,
820.198, 820.200
8. Customer requirements 7,8 820.30, 820.100, 820.198
Appendix 3: Sterilization 7,8 820.50, 820.70, 820.72,
Process 820.75, 820.90, 820.100,
820.140, 820.150,
820.184

Table 1. Subsystemsand associated clauses

More detailed references to clauses and subcdlauses of 1SO 13485:2003 and 21 CFR Part
820 are given in chapter 6.0: Auditing subsystems

* FDA does not require “ Technicd files’. However, when checking technicd files, an
auditor dso may verify that amanufacturer complies with certain requirementsin Qudity
Sysem Regulation, 21 CFR Part 820.
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The key subsystems for addressing qudlity are the subsystems 1 to 5 identified in Table 1.
These should receive the primary focus of the audit. It may be appropriate to treet the

other subsystems as key subsystemsin some Stuaions. Examplesfor the subsystem
purchasing controls indude:

A “virtud manufacturer” who contracts essentid activities such as design and
production

A manufacturer who contracts a sterilization process, or

A manufacturer of high risk medica devices who purchases sgnificant components
and subassamblies.

5.3 Auditing Approaches
There are different gpproaches to conducting aregulatory audit:

The“top-doan” gpproach for conducting aregulatory audit begins with an
evauaion of the Sructure of the qudity management sysem and its subsysems
management, design control, technicd files, production processes, and corrective
and preventive actions. Sdected subsystems are reviewed to determine whether the
manufacturer has addressed the basi ¢ requirements by defining and documenting
goppropriate procedures. It isimportant to check that a process gpproach is gpplied
bath in the qudity system and in each subsystem, eg. by usng aPDCA cyde (see
Chapter 5.4). With the “top-down™ gpproach, the auditor will first confirm thet the
manufacturer has established gppropriate procedures and policies. Then the auditor
will review evidence induding records to verify whether the manufacturer is
implementing the procedures and palicies effectively and the qudity sysemisin
conformity with regulatory requirements.

The advantage of this gpproach is a uniform gpproach for a sysematic and
transparent regulatory audit process — both for the regulatory sdes and the
manufacturer.

The ,,bottom-up* approach for aregulatory audit can have as agarting point a
qudity problem; eg., amedicd device report of an adverse event or nonconforming
product. Thus, the auditor starts at the bottom and works hisway through the

manufacturer’ s quality sysem up to the management respongibility.

The advantage of this goproach is aquick ingght on the effectiveness of the
selected subsystems and processes that have been affected by the specific qudity
problem and the caus(s) of the qudity problem. The disadvantage of this gpproach
isthat it isvery difficult for the auditor to determine how effectively the complete
qudity system works.

A third dterndive is acombination of these two gpproaches. The auditor starts by
reviewing thetop layer of the quality system (top-down); then audits some aspects
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5.4

5.5

of the implementation of the sysem (e.g., the production process) and findly the
auditor verifies that the rdlevant procedures are being used (bottom-up). The
advantage of the combination approachisthat it is often quicker to audit than usng
ether the top-down or bottom-up gpproach. The combination gpproach dso offers
more flexibility in identifying the caus(s) of spedific problems while assessng the
effectiveness of the quaity management s/sem.

Depending on the purpose and trigger of an audit, an gppropriate gpproach should be
sdected. If there are no specid events to be covered during the audit , the top-down
gpproach is preferred. Aninitid audit will normaly follow atop-down gpproach. Audits
which indude a potentid sgnificant ssfety issue will normally follow a bottom-up
gpproach.

Process Based Auditing
Any effective quality management system (induding the subsystems) works as a control
process, which has the ability to detect deviations and nonconforming products and
assures that the corrective and preventive action messures are effective. The regulatory
auditor should check that al subsystems and processes of the qudity management system
are sructured as sdf-regulating control processes. For example Deming’s PDCA cyde
demondirates such a process with the following components:
- Plan
Has the manufacturer established the objectives and processes to endble the qudity
system to ddliver the results in accordance with the regulatory requirements?
Do
Has the manufacturer implemented the quality system and the processes?
Check
Has the manufacturer checked process monitoring and measurement results againgt
the objectives and the regulatory requirements? Does the manufacturer eva uate the
effectiveness of the quality system periodicaly through internd audits and
management reviews?
Act
Has the manufacturer implemented effective corrective and preventive actions?
Confirm that the company is committed to providing high quality sefe and effective
medica devices, and that the company is conforming with gpplicable lavs and
regulations.

These are generic questions that can be asked throughout the audit.

Sampling

In generd there are two ways of sampling records for review which are useful in
regulatory audits — risk based and Satistical. Where possble, auditors should sdlect
samples based on factors which are most likely to affect the safety of the patient. In this
Situation sampling tables are not necessary. The auditor may however decideto sdect a
datidicdly vaid sample. Inthis case, the Tables 1 or 2 from Appendix 1 should be

October 30, 2003

Page 100f 29



Guidelines for Regulatory Auditing of Quality Systems of Medical Device Manufacturers
Part 2: Regulatory Auditing Strategy
SGA/N30R6 — Study Group 4— Proposed Document

usad. A sample can aso be drawn using acombination of risk based and Satistica
sampling.

5.6 Audit Planning

Further to the requirements given in the chapter 11 of GHTF Guiddines for Regulatory
Auditing of Qudity Sysems of Medica Device Manufacturers — Part 1: Generdl
Requirements (SG4/N28R2), some more consderation should be given to the following
points

Information from the manufacturer

Egtimation of audit duration, frequency and targeted on-Ste auditing time
Further points to condder are given in chapter 6.

A) Information required from the manufacturer

In the planning phase, the fallowing information should be requested from the
manufacturer to esimate the audit duration and to prepare the audit plan as described in
GHTF Guiddines for Regulatory Auditing of Qudity Sysems of Medicd Device
Manufacturers — Part 1. Generd Requirements, clause 11.1.2 (SG4/N28R2)

a) manufacturer's name, address

b) contact name, telephone, fax numbers and e mail addresses

c) totd number of employees (dl shifts) covered by the scope of the audit

d) rangeand dassof medicd devices being manufactured

€) typesof devices sold and/or planned to be sold in the countries and/or regions for
which the regulatory requirements will be assessed, induding acomplete list of
authorizations (e.g. licenses) issued for those devices (where applicable)

f) location and function of each ste to be included in the audit

g alist of activities on eech Ste

h) theinvolvement of any specid manufacturing processes, eg. software, erilization,
(S (o3

1) alig of the activities performed by subcontractors and their locations, including the
type of control thet is exercised over those out sourced operations

j) any exiding audit results from other auditing organizations eg. from USA, Audrdia,
Europe, Canada, Japan.

K) dothey ingdl or service the medica devices produced

l) changessncethelast audit, if applicable.

B) Egtimation of audit duration, frequency and tar geted on-site auditing time
Audit frequency

The audit frequency is dependent on the factors mentioned in dause 8 (Types of audits)
of GHTF Guiddinesfor Regulatory Auditing of Quaity Sysems of Medica Device
Manufecturers— Part 1. Generd Requirements (SG4/N28R2), the regulatory
requirements and history of the manufacturer.

Audit duration
The audit duration has asgnificant effect on both regulatory agenciesand indudtry. It is
dependent on factors such as the audit scope and specific regulatory requirementsto be
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assessed, aswel on the range, class and complexity of devices, and the sze and
complexity of the manufecturer.

If not specificdly mentioned, the consderationsin this section are gpplicable to initid,
and survelllance-audits.

Reation between audit frequency and audit duration

Audit duration depends on the audit frequency. In the following an annud audit

frequency is the basdine as reference in |AF Guidance on the Application of ISO/IEC
Guide 62. For more or less frequent audits, audit duration should be adapted accordingly.

Method of estimating audit duration

When auditing organizations are planning regulatory audits, sufficient time should be
dlowed for the audit team to establish the conformity status of amedica device
manufacturer's quaity system with respect to the reevant regulatory requirements. Any
additiona time required to assess nationd or regiond regulatory requirements must be
judtified.

The table from the |AF Guidance on the Applicationof 1SO/IEC Guide 62 may be used
in order to esablish abasdineinitid audit duration for |SO 9000- series, measured in
auditor-days. Asthistableis not intended for the specia needs of medicd device audits,
additiond time should be added for the requirements of 1S0 13485:2003 and for
regulatory requirements. This document also provides guidance for other types of
activities, such as survelllance audits.

The basdineincdudestimeto prepare for the audit, preview the qudity sysem
documentation and write the report. 1t does not consder the time required for design
dosser reviews, type examindions, pre-market goprovas and other Smilar activities. The
basdinefor initid audits should be adjusted to take into account the other types of audits
and thefactorslisted in Appendix 2 which may increase or decrease the estimated audit
duration, but only if these factors are required by the gpplicable regulations.

Targeted on-gte auditing time
The targeted on-gte time to complete the initid auditing of the subsysems should be
based on the following dates givenin Table 2:

Subsystem Tageted time Remarks
Management 5-10%
Desgn and development controls 0-20% Depends on regulatory requirements
Technicd files 5-20%
Production processes 20-30%
Corrective and preventive actions 10-30%
Purchaang controls 5-20% More time for virtud manufacturers
Documentation and records 5%
Customer requirements 5%

Table 2: Targeted on-dte auditing time
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The targeted on-Ste audit time for each subsystem will vary depending on factors such
as.

- theaudit scope

- schedule changes
- the gathering of information from remote locations

5.7 Guidancefor Logisticsduring an Audit
The following points should help the auditor in performing the audit in the most

aopropriate way:

Does the manufacturer have changes (e.g. organization, quaity system, fadilities,
processes, products) to present during the opening meeting?

Limit the disturbance of the CEO and Executive Management to a minimum
and beflexible in auditing Management Responghility.

Follow-up issues from last audit as soon as possible, to determine whether the
manufacturer has effectively implemented corrective actions.

Auditing the warehouse a the beginning of an audit dlows for the sdection of
examples that can be followed up later on (e.g. nonconforming materid, batch
records, €etc.)

Auditing tracesbility a an early sage of the audit alows the tracesbility path to be
followed ather forward (e.g. smulated recall) or backwards and givesthe
manufacturer sufficient time to access revant informetion or to carry out the

necessary actions.

For survelllance audits focus ether on design and adminigirative processes or on
production and related activities.

Internd audits complaints CAPA and management review should be covered a
every audit.

Auditing documentation and training a the end of an audit dlows for better follow-up
of the examples picked-up during the audit.

Thelocd dtuation may influence the sequence of audit and should be considered to
avoid wading time.

Congderation to those points should be given, but_the audit team is free to audit the
ubsystems in any sequence gpproprite.
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5.8 Linkages
Although most of the auditor’ stime will be spent on examining processes within the sub-
systems, it isimportant to remember thet links exist between the sub-systems and
between different processes. Some of these links are less obvious then others, but should
be checked during the audit.

Examples

Link betwean:

- Corrective and preventive actions and management: Disseminating CAPA
information to management for management review

- Design and deved opment controls and purchesing controls: Design output used
in evauating potentid suppliers of components and assmblies and
communicating specified purchase requirement to that supplier.

Within a process, the gepswill normaly be linked because the output from one step will
be the input to the next. During a process based audit, these links may be picked up
automaticaly by the auditor.

There are d'so some obvious links between processes, eg. the output from design will be
an input to production. These links need to be checked during both parts of the audit (eg.
design and production) to verify thet the link is working and the queity sysemiis

working as a coherent whole.

There are ather links which may be less obvious, but which Hill need to be audited, eg. if
non-conforming product is seen in finished goods, did this problem originate in Stores,
production, find ingpection or desgn?

There d0 are links between sub-systems, eg. if faulty components arrive on the
production floor, was this caused by the supplier, recelving ingpection, incorrect datato
the supplier or by desgn?

In such ingtances, does the system require the manufacturer to dways make a CAPA
report?

6.0 Auditing subsystems
Thereisaspecific god in auditing each subsystem. The plan for auditing eech subsysem
should be process based (chapter 5.4) and should enable the god to be reached. This
should indude verifying conformance with the requirements which affect each
ubsystem. For logigtics see dso chapter 5.7

Note 1: Numbers benesth each chapter refer to 1SO 13485:2003 and 21 CFR Part 820.
Note 2: Chapters marked with* are main subsysems and should receive amain focus of
the audit, if thisis aregulatory requirement. See aso chapter 5.2.
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6.1 Management *
GOAL: The purpose of the management subsystem audit is to evauate whether top
management ensures that an adequiate and effective qudity system has been established
and maintained.

Major Steps. The following magor Seps serve as a guide in the audit of the
“Management” subsysem:

1. Vaeify that aqudity manua, management review and qudity audit procedures,
qudity plan, and quality system procedures and ingtructions have been defined and
documented.

SO 13485:2003: 4.1, 4.2;
21 CFR 820.20(c), 820.20(d), 820.20(¢) , 820.22

2. Veify that aqudity policy and objectives have been defined and documented and
seps taken to achievethem.
1SO 13485:2003: 5.3, 5.4
21 CFR 820.20(a)

3. Review the manufacturer' s established organizationd ructure to verify thet it
indudes provisons for responghilities, authorities (e.g. management representetive),
resources, competencies and training
SO 13485:2003: 5.1, 5.5.1,5.5.2,6.1, 6.2,

21 CFR 820.20(b), 820.20(b)(1), 820.20(b)(2), 820.20(b)(3)(i) and (ii), 820.25

4. Veify tha management reviews, induding areview of the suitability and
effectiveness of the qudity system, are being conducted.
SO 13485:2003: 5.6
21 CFR 820.5, 820.20(c)

5. Vaeify that internd audits of the qudity sysem are being conducted indluding
verification of corrective and preventive actions.
SO 13485:2003: 8.2.2
21 CFR 820.22

In condusion of the audit of the other subsystems a decison should be made asto
whether top management has taken the gppropriate actions to ensure a suitable and
effective qudity sysemisin place.
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6.2 Design and Development *
GOAL: The purpose of auditing the desgn and devel opment stbsystem isto determine
whether the design processis controlled to ensure that devices meet user needs, intended
uses and specified requirements.

Major Steps: Thefollowing maor steps serve asaguide in the audit of the”Design and
Deve opment” subsystem:

1. Veify if products are subject to design and development procedures.
SO 13485:2003: 7.1
21 CFR 820.30(a)

2. Sdect design project(s)
Criteriafor sdlection:
- dngle product focus
risk based
based on complaints or known problems
maost recent project
cover product range

3. Review thedesign plan for the selected project to understand the layout of the design
and devdopment activities, induding assgned respongbilities and interfaces.
SO 13485:2003: 7.3.1
21 CFR 820.30(b)

4. For the design project(s) sdlected, verify that design control procedures and risk
management procedures have been established and gpplied.
SO 13485:2003: 7.3.1
21 CFR 820.30(a), 820.30(c) — (j)

5. Confirm that design inputs were established and address cusomer functiond,
performance and safety requirements, intended use, gpplicable satutory and
regulatory requirements, and other requirements essentia for design and
deve opment.

SO 13485:2003: 7.2.1, 7.3.2
21 CFR 820.30(c)

6. Review device specifications to confirm that design and development outputs meet
design input requirements. Have the design outputs that are essentid for the proper
functioning of the device been identified?

SO 13485:2003: 7.3.3
21 CFR 820.30(f), 820.30(d)

7. Confirm that risk andyss ad risk control steps are completed and that the design and
deve opment outputs are compatible with the risk management data
SO 13485:2003: 7.1, 7.3.5
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21 CFR 820.30(g)

8. Determinethat theintended usg(s) have been identified. Confirm that design
vaidation data show that the gpproved desgn meets the requirements for the
Specified gpplication or intended usx(9).

ISO 13485:2003: 7.3.6
21 CFR 820.30(g)

9. Confirm that dinica evauaions and/or evauation of the medica device parformance
were performed if required by nationd or regiond regulations.
ISO 13485:2003: 7.3.6

Note: FDA reviews and monitors clinica studies during specid ingpections
specificdly for this purpose, not during regulatory audits of quaity systems.

10.1f the device includes software, confirm that the software was part of the vaidation.
SO 13485:2003: 7.3.1, 7.3.6
21 CFR 820.30(g)

11.Confirm that design changes were controlled and verified or where appropriate
vdidated and that desgn changes have been addressed by the gppropriate risk
management seps
SO 13485:2003: 7.1, 7.35, 7.3.7
21 CFR 820.30(i), 820.70(b), 820.30(g)

12.Confirm that design reviews were conducted.
SO 13485:2003: 7.3.1, 7.3.4
21 CFR 820.30(e)

13. Confirm that design changes have been reviewed for the effect on components and
product previoudy made and ddlivered, and that records of review resultsare
maintained.
1SO 13485:2003: 7.3.7
21 CFR 820.30(i), 820.70(b)

14. Determine if the design was correctly transferred to production

1SO 13485:2003; 7.3.1
21 CFR 820.30(h)

Evduaethe,,Design and Deve opment” subsystem for adequacy based on findings.
6.3 Technical Files*

GOAL: The purpose of auditing the technicd filesis to confirm thet the manufacturer
ensuresthat products will be safe and effective.
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Major Steps. Thefallowing mgor steps sarve as aguide in the audit of the ” Technicd
Fles* subsysem:

1. Veify if there are documents needed by the organization to ensure planning,
operation and control of its processes.
| SO 13485:2003: 4.2.1d
21 CFR 820.180, 820.181, 820.184, 820.186

2. Sdect documents/documentation for product(s)
Criteriafor sdlection:

single product focus

risk based

based on complaints or known problems
most recent project

cover product range

3. For the product(s) selected verify that documentation includes:

agenerd description of the product induding intended us(s) and any variants,
accessories, or other devices used in combination with the selected product(s)
design pedifications, incdluding the dandards gpplied, results of risk anadyss
fulfilment of the principa reguirements
techniques used to verify the design and to vdidate the product(s)
dinicd data
decription of gerilization method and vaidation —if gpplicable
ingruction manua(s)
labdlling
magor subcontractors
ISOl34852003 71,72,733
21 CFR 820.30(d), 820.30(g), 820.30(f), 820.181, 820.50, 820.75

Evduaethe, Technica Files* subsystem for adequacy based on findings.

6.4 Production Processes *
GOAL : The purpose of auditing the production process (including testing ,
infragtructure, facilities and equipment) is to confirm that manufactured products meet
Specifications.

Major Steps. The following mgor seps sarve asaguidein the audit of the “Production
Process’ subsystem:
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1. Vaeify that the product redlization processes are planned — including the controlled
conditions.
ISO 13485:2003: 7.1
21 CFR 820.70, 820.70(c)

2. Veify tha the planning of product redization is congstent with the requirements of
the other processesaf the quality management system.
SO 13485:2003: 7.1
21 CFR 820.30, 820.50, 820.80, 820.181

3. Sdect one or more processesfor review
Criteriafor sdlection:
CAPA indicators of process problems
risk basad: use of the process for manufacturing higher risk products
degree of risk of the process to cause product falure
most recent project: the manufacturer’ slack of familiarity and experience with the
process
use of the process in manufacturing multiple products
processes not covered during previous audits

Note: For auditing a serilization process see Appendix 3

4. Veify tha the processes are controlled and monitored and operating within specified
limits
SO 13485:2003: 7.5
21 CFR 820.50, 820.70(a), 820.70(c), 802.70(¢), 820.70(f), 820.70(g), 820.70(h),
820.72, 820.75(b), 820.80

5. Veify that the equipment usad has been adjusted, cdibrated and maintained.
ISO 13485:2003: 7.5
21 CFR 820.70(g)(3), 820.72(a), 820.70(g)(1)

6. Vaeify that the processes have been vdidated if the result of the process cannot be
verified.
ISO 13485:2003: 7.5.2
21 CFR 820.75

7. Determine the linkages to other processes
SO 13485:2003: 4.1, 4.2
21 CFR 820.20, 820.25, 820.30, 820.40, 820.72, 820.90, 820.100, 820.180

8. Veify that personnd are gppropriately qudified and trained to implement/maintain
the processes
SO 13485:2003: 6.2.2
21 CFR 820.20 (b)(2), 820.25, 820.70, 820.70(d), 820.75(b)(1)
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9. Vaeify that the infrastructure and the work environment are adeguete

1SO 13485:2003; 6.3, 6.4
21 CFR820.70(c), 820.70(g), 820.70(f)

10. Determine that the verification of purchased productsis adequete
SO 13485:2003: 7.4.3

21 CFR 820.50(2)(2), 820.80(b)

11. If the processis software controlled verify thet the software is vdidated
SO 13485:2003: 7.5.2.1
21 CFR 820.70(i)

12. Veify that the contral of the monitoring and measuring devices is adequate.
SO 13485:2003: 7.6
21 CFR 820.72,

13. Veify tha the sysem for monitoring and measuring of products is adequate and that
the monitoring and messuring devices used are adequately controlled
SO 13485:2003: 7.6, 8.2.4
21 CFR 820.72, 820.80(c), 820.80(d)

14. Veify tha the arangement for control of nonconforming products is adequiate
|SO 13485:2003: 8.3
21 CFR 820.90

Evauate the ” Production Processes’ subsystem for adequacy based on findings

6.5 Corrective and Preventive Actions — CAPA*
GOAL : The purpose of auditing the CAPA subsystem (induding reporting / tracking) is
to confirm that information is collected and andyzed to identify product and quity
problems that these are investigated, and appropriate and effective corrective and
preventive actions are taken.

Major Steps. The following mgor steps serve as aguide in the audit of the ,, Corrective
and Preventive Actions - CAPA" subsystem:

1. Veify that CAPA system procedure(s) which address the requirements of the qudity
system have been established and documented.
SO 13485:2003: 4.1, 4.2, 85
21 CFR 820.100(a)

2. Veify tha the datareceived by the CAPA subsystem are complete, accurate and
recorded in atimdy fashion.
SO 13485:2003: 8.4, 8.5
21 CFR 820.100(a)(1)
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3. Determineif gppropriate sources of product and quality problems have been
identified, induding sources which may show unfavourable trends. Confirm thet data
from these sources are andyzed, using vdid Satisical methods where gppropriate, to
identify exigting product and quaity problems thet may require corrective action.

SO 13485:2003: 8.1,8.2.3,84
21 CFR 820.100(a), 820.100(a)(1) 820.250

4. Deemineif falureinvestigations are conducted to identify the causes of non-
conformities, where possible.
ISO 13485:2003: 8.5.2
21 CFR 820.100(8)(2)

5. Veify that controls are in place to prevent digtribution of non-conforming products.
|SO 13485:2003: 8.3
21 CFR 820.90(b)

6. Confirm that corrective and preventive actions were implemented, effective,
documented and did not adversdly affect finished devices.
ISO 13485:2003: 8.2.38.5.2,85.3
21 CFR 820.100(a)(3), 820.100(a)(5), 820.100(a)(4), 820.100(b)

7. Deemineif information regarding nonconforming product and qudity problem and
corrective and preventive actions has been supplied to management for management
review.
|SO 13485:2003: 5.6.3
21 CFR 820.100(a)(7)

8. Veify that medicd device reporting is done according to the applicable regulatory
requirements.
SO 13485:2003: 8.5.1
21 CFR 803.

9. Confirm that the manufacturer has made effective arangements for handling
complaints and investigation of advisory noticesrecals with provison for feed back
into the corrective and preventive action subsystem.

SO 13485:2003: 7.2.3,8.2.1
21 CFR 820.100; 820.198,

Evduate the ” Corrective and Preventive Actions' subsystem for adequiacy based on
findings
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6.6 Purchasing Control

6.7

For virtud manufecturers*
* = This subsystem is amain subsystem for virtua manufacturers

GOAL: The purpose of auditing the purchasing control activitiesisto ensure that
products, components, materias and services supplied by the subcontractor arein
conformity. Thisis particularly important when finished products and/or
Herilization services are purchased.

Major Steps. Thefollowing mgor seps serve asaguide in the audit of the Purchasing
Control Subsystem:

1. Veify that procedures for conducting supplier evauations have been established and
are being implemented.
SO 13485:2003: 7.4.1
21 CFR 820.50

2. Confirm that the manufacturer evauates suppliers for their ability to meet specified
requirements.
SO 13485:2003: 7.4.1
21 CFR 820.50(a)(1)

3. Confirm that the manufacturer assures the adequacy of specifications for products and
sarvices that suppliers are to provide.
SO 13485:2003: 7.4.2
21 CFR 820.50(b)

4. Confirm that records of supplier evauations are maintained.
SO 13485:2003: 7.4.1
21 CFR 820.50(3)(3)

5. Determinethat the verification of purchased products is adequeate
SO 13485:2003: 7.4.3
21 CFR 820.50(a)(2), 820.80(a), 820:80(b)

Evauate the " Purchasing Controls* subsystem for adequacy based on findings.

Documentation and Records

GOAL: The purpose of auditing the records and documentation is to ensure thet
the rdlevant documents are controlled within the manufacturer and that the rlevant
records are available to the regulatory body.

Major Steps. The following magor Seps serve as aguide in the audit of the
Documentation and Records Subsystem:
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1. Veify that procedures have been established for the identification, storage,
protection, retrievd, retention time and digposition of documents and records
SO 13485:2003: 4.2.3, 4.2.4
21 CFR 820.180, 820.180(b)

2. Confirm that documents and changes are gpproved prior to use.
SO 13485:2003: 4.2.3
21 CFR 820.40(a), 820.40(b)

3. Confirm that current documents are available where they are used and that obsolete
documents are no longer in use.
SO 13485:2003: 4.2.3
21 CFR 820.40(a)

4. Veify tha required documents and records are being retained for the required length
of time.
SO 13485:2003: 4.2.1, 4.2.4
21 CFR 820.100(b), 820.180(b), 820.181, 820.184, 820.186, 820.198(a), 820.200(d)

Evduate the " Documentation and Records* subsystem for adequacy based on findings.

6.8 Customer Requirements
GOAL: The purpose of auditing customer requirementsisto ensure that customer
requirements induding regulatory requirements are met.

Major Steps. The following mgor steps sarve as aguide in the audit of the Customer
Requirements subsystem.

1. Review product requirementsto verify thet they addressthe intended use aswel as
customer and regulatory requirements.
SO 13485:2003: 7.2.2
21 CFR 820.30(c), 820.30(d), 820.30(f), 820.30(g)

2. Confirm that incoming contracts and ordersare reviewed to assure that any
conflicting information is resolved and the manufacturer can fulfil the customer’s
requirements.

SO 13485:2003: 7.2.2

3. Confirm that the manufacturer has made effective arrangementsfor handling
communications with cusomers induding documenting customer feedback to
identify qudity problems and provide input into the corrective and preventive action
ubsystem.

SO 13485:2003: 7.2.3,8.2.1
21 CFR 820.198, 820.100(8)(1)

Evduate the ” Cusomer Requirements’ subsystem for adequacy based on findings.

October 30, 2003 Page 230f 29



Guidelines for Regulatory Auditing of Quality Systems of Medical Device Manufacturers

Part 2: Regulatory Auditing Strategy

SGA/N30R6 — Study Group 4— Proposed Document

Appendices

Appendix 1. Binomial Staged Sampling Plans
(taken from the Quality System Inspection Technique, QSI T (1999)

Table 1: Confidence Limit 95%
Table 2: Confidence Limit 99%

Tablel

Binomial Staged Sampling Plans
Binomial Confidence Levels

Confidence Limit .95< O out of: loutof: || 2outof:
A 30 ud* 11 17 22
B 25 ucl 13 20 27
C .20 ucl 17 26 34
D 15 ucl 23 35 46
T E 10 ud 35 52 72
T F .05 ucl 72 115 157
Table2
Binomial Staged Sampling Plans
Binomial Confidence L evels
Confidence Limit .99< O out of: 1 out of: 2 out of:
A 30 ud* 15 22 27
B 25 ucl 19 27 34
~C 20 ucl 24 34 43
D 15ud 35 47 59
T E 10 ucl 51 73 90
F .05 ucl 107 161 190

*ud = Upper Confidence Leve

CRC Handbook of Probability and Statigtics: Second Edition

Binomia Sampling may be used when trying to make a decison about an endpoint that
only hastwo potentid outcomes (e.g., the record is compliant or the record is

noncompliant).

Factorsto consder when sdlecting a sampling table and sampling Sze may indude the
risk of the device or the records being sampled and the time the auditor has dlocated to

this part of the auii.
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For the review of records regarding alow risk medica device, Table 1 isrecommended
(95% Confidence), for the review of records regarding a high risk medica device Table 2

Is recommended (99% Confidence). Two examples are given:

Example 1.

The auditor plans to determine whether the Serilization processis monitored and
controlled by reviewing Serilization records. The serilization processisahigh risk
process, so the auditor uses sampling Table 2 in Appendix 1. The auditor slectsa
sample of 24 gerilization batch records to review. All 24 records show thet Sterilization
process was monitored and controlled and conducted at vaidated operating parameters.
Based on Table 2, the auditor can be 99% confident that no more than 20% of the total
population of erilization records will show thet the Serilization process was not
conducted at the validated operating parameters.

Example 2

The auditor isreviewing training records to determine whether employees have recaived
training on recent revisons of the complaint handling procedures. The manufacturer
makes computed tomography. Using Table 1, the auditor sdlects asample consgting of
training records for 17 employees. The auditor finds that one employee has not received
training in the revised procedure. Usng Table 1, the auditor can be 95% certain that not
more than 30% of the employees have not recaived training in the newly revised
procedure,
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Appendix 2: Factors used to deter mine the audit duration

a) Factorswhich may increase the audit duration

) Manufacturers using subcontractors to supply processes or parts that are critica to
the function of the device and/or the safety of the user or finished products,
including own labe products. When the manufacturer cannot provide this
evidence, then additiona time should be alowed for each subcontractor to be
audited.

i) Manufacturers who ingtdl product on cusomer's premises,

Note: At least one customer Ste should be visted to audit the installation process
or review asample of the inddlation completion records.

i)  Audits conducted in aforeign language (see GHTF Guiddines for Regulatory
Auditing of Qudity Systemns of Medica Device Manufacturers — Generd
Requirements, Part 1, Supplement 1: Audit Language Requirements).

V) Multipurpose audits reguired by the manufacturer.

b) Factorsthat may reducethe audit duration

) Low and medium risk medical devices

i) Any evidence of satisfactory audits from other third party or regulatory auditing
organizations of subcontractors.

i) The result of previous audits conducted by the auditing organisation show
compliance with regulaory requirements

iv) Reduction of the manufacturer product range since last audit.

V) Reduction of the design/or production process snce last audit.

C) Multiste manufacturers
When multiple Stes are involved, the manufacturer should define the activities thet take
place on each Ste.

When the Stes operate different quality sysems, for the purposes of estimating the audit
duration each Site should be regarded as a separate entity.

For manufacturers who have two or more manufacturing Sites providing Smilar products
or sarvicesin different locations, which are covered by asingle quality sysem, the audit
duration may be estimated in three Seps.

a) Edimate the audit duration for each Site separately, then totd the auditor-days;

b) Add together the totd number of gaff for dl Stes, and then gpply the IAF Guiddines,
C) Average these two results,
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d) Other typesof audits

There are anumber of types of audits where the duration isless than thet required for a
full intid audit.

(See GHTF Guiddinesfor Regulatory Auditing of Qudlity Sysems of Medicd Device
Manufacturers Part 1- genera requirements, SG4/N28R2 section 8).

Thefactorsliged in this gopendix should be consdered when estimating audit duration
for those other types of audits.

For partid audits, the duration should be ca culated according to the number of qudity
subsysems that are to be examined. This could gpply, for example, to re-audits conducted
to verify corrective actions taken as aresult of theinitid audit, or to Stuations where the
regulaions only require a partid audit, eg. Class 1 measuring devicesin the EU.

In cases where Sgnificant changes have occurred to amanufacturer (see GHTF
Guiddinesfor Regulatory Auditing of Qudity Sysems of Medicd Device Manufecturers
Part 1- genera requirements, section 8.3) additiond time may be required.
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Appendix 3: Sterilization Process

GOAL: The purpose of auditing the gerilization process (including testing,
infrastructure, facilities and equipment) isto confirm that products subjected to the
derilization process are sexile.

ISO: 7.5.1.3

21 CFR 820

Major Steps. Thefollowing magor eps sarve asaguide in the audit of Serilization
processes under the Production Process subsystem:

1. Determine tha the Serilization processes are planned — indluding the controlled
conditions,
SO 13485:2003: 7.1, 7.5.1.3
21 CFR 820.70(a), 820.70(c), 820.70(d), 820.70(f)

2. Determinethat the planning of product Serilization is conagtent with the
requirements of the other processes of the qudity management sysem.
SO 13485:2003: 7.1.7.5.1.3
21 CFR 820.181, 820.50

3. Determinethat records of process parametersfor the Sterilization processfor each
derilization batch are maintained and are tracegble to each production batch.

SO 13485:2003: 7.5.1.3
21 CFR 820.184

4. Sdect adeilization processes) for review. If there is more than one Serilization
process use the following criteria

Process used for highest risk device
Process usad for the largest number of devices
Processthat is mogt difficult to control

5. Determine tha the Serilization process has been vaidated and review the vaidation
for adeguecy. Vdidation includes qudification of the Serilizer. Check that vaidation
isup-to-date.

SO 13485:2003: 7.5.2.1
21 CFR 820.70(g), 820.75(a),

6. Deeminethat biologicd indicators are handled gppropriately and validated.
SO 13485:2003: 8.2.3

21 CFR 820.70(a), 820.80, 820.140, 820.150
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7. Determine that the processis controlled and monitored including product bioburden.
Veify that configuration of loads comply with vaidated configurations.
SO 13485:2003: 7.5.1.3
21 CFR 820.50, 820.70(a), 820.70(c), 820.70(e), 820.70(f), 820.70(g), 820.70(h),
820.72, 820.75(b), 820.80

8. Determinethat the processis operating within Soecified limits.
SO 13485:2003: 7.5.1.3
21 CFR 820.70(3), 820.70(c), 820.70(€), 820.70(h), 820.75(b)

9. If dataindicates that the process does not dways meet process parameters, determine
that nonconformances are handled appropriately and investigated and appropriate
corrections and corrective actions are taken to address nonconformances.

SO 13485:2003: 8.1, 8.2.3,8.3,84,85.2
21 CFR 820.100(a)(2), 820.90, 820.100(a)(4), 820.100(a)(5)

10. If the gerilization processis Software controlled, determine thet the softwareis
vaidated.
SO 13485:2003: 7.5.21
21 CFR 820.70(i)

11. Determine that the equipment used has been adjusted, calibrated and maintained. |SO
SO 13485:2003: 7.5, 7.6
21 CFR 820.72, 820.70(g)

12. Determine that personnel are gppropriatdy qudified and trained to vaidate,
implement and maintain the process.
SO 13485:2003: 6.2
21 CFR 820.75(b)(2)

Evduate the Serilization process for adequeacy as part of the evaluation of the Production
Processes subsystem.
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